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3 EVALUATED ON A SCALE OF 0-2, WITH 0 = NO FEELING; 
1 = FEELS TOUCH/PRESSURE; 2 = FEELS SHARP. 
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DEGREE OF ANALGESIA/ANESTHESIA IN RELATION TO PLASMA BUPIVACAINE 
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CUMULATIVE PERCENT OF SUBJECTS DEMONSTRATING ONSET OF 
ANALGESIA/ ANESTHESIA WITHING 6 HOURS FOR 1 .25% 40K EDLA 
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DURATION 
(DAYS) 


TREATMENT PAIR 

40K EDLA AB 
0.625% 0.5% 


TREATMENT PAIR 

40K EDLA AB 
1.25% 0.5% 


TREATMENT PAIR 

40K EDLA AB 
2.5% 0.5% 


MEAN 

(SE) 
RANGE 


1.11 0.95 
(0.61) (0.16) 
0.02-2.15 0.67-1.22 


3.10 
(0.55) 
2.25-4.13 


0.37 
(0.21) 
0.02-0.73 


0.03 
(0.01) 
0.01-0.06 


0.61 
(0.52) 
0.01-1.66 



MEAN (SE) AND OF DURATION (DAYS) OF TEMPERATURE 
PERCEPTION BLOCK IN AREA C FOR 40K EDLA BY DOSE 



FIG. F5 
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ASSESSMENT TIME POINT (BASELINE TROUGH END OF STUDY) 



30 DAY1 DAY 3 DAY 7 




10 — 



12 



1.25% EDLA 



1.25% IDLA 



BASE 30 
-LINE min 



Hr 
1 



Hr 
2 



Hr 
3 



Hr 
6 



Hr 
12 



DAY DAY DAY DAY DAY DAY 



1' 



I4C 



LEVEL OF NUMBNESS TEST RESULTS' 



1.25% 40K EDLA 
N=3 



MEAN 0 2 1 2.67 
(SE) (0) (0.58) (0.58) (0.67) 
RANGE 0-0 1-3 0-2 2-4 



4.33 6.33 8 8 6.67 
(1.45) (1.86) (1.15) (1.15) (1.45) 
2-7 4-10 6-10 6-10 4-9 



3 

(2.52) 
0-8 



3 

(3) 
0-6 



0 

(0) 
0-0 



0 

(0) 
0-0 



LEVEL OF NUMBNESS TEST RESULTS^ 



1.25% 40K IDLA 
N=3 



MEAN 0 0.67 3 3.67 3.33 8.33 6.67 7.33 2 5 1 0 0 
(SE) (0) (0.33) (1) (2.03) (1.67) (0.33) (1.86) (2.67) (2) (0) (0) (0) (0) 
RANGE 0-0 0-1 1-4 0-7 0-5 8-9 3-9 2-10 0-6 5-5 1-1 0-0 0-0 



^EVALUATED ON A SCALE OF 0-10, WITH 0 = NOT NUMB AT 
ALL, AND 10 = TOTALLY NUMB. 

■^AFTERNOON INVESTIGATOR RESULTS 

TIME COURSE OF NUMBNESS FOR 1.25% 40K EDLA 
VERSUS 1 .25% 40K IDLA IN AREA C 



FIG. F6 
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BASE 30 Hr Hr Hr Hr DAY DAY DAY DAY DAY DAY 
-LINE min 1 2 3 6 ib 3b 4b 7b 14b 



1.25% 40K EDLA 

VON FREY HAIR (MTDT) TEST RESULTS 

MEAN 3.43 3.43 3.3 3.71 3.71 4.17 4.85 4.35 3.35 2.79 3.22 2.67 

(CR (0.21) (0.31)(0.29) (0.26) (0.32) (0.48) (0.11) (0.11) (0.51) (0.43) (0.23) (0.27) 

RAi^G^ 3.22- 2.83- 2.83- 3.22- 3.22- 3.22- 4.74- 4.17- 2.36- 2.36- 2.83- 2.36- 

3.84 3.84 3.84 4.08 4.31 4.74 5.07 4.56 4.08 3.22 3.61 3.22 



1.25%40KIDLA 
VON FREY HAIR (MTDT) TEST RESULTS N=3 

MP AM 2.7 3.3 3.9 3.54 3.72 4.36 4.04 3.25 3.61 2.83 3.43 3.35 

,crz^ (0.52) (0.29)(0.34) (0.52) (0.65) (0.57) (0.8) (0.52) (0) (0) (0.21) (0.13) 

DAMrc 1-65- 2,83- 3.22- 2.83- 2.44- 3.22- 2.44- 2.36- 3.61- 2.83- 3.22- 3.22- 

KAiNtjb 3 3 84 4,31 4,56 4,56 4,93 4,93 4,17 3,61 2„83 3,84 3,61 

a EVALUATED ON A SCALE OF 1.65 TO 7 WITH 1.65 BEING THE LOWEST VON FREY HAIR 
NUMERICAL DESIGNATION AND A SCORE OF 7 GIVEN IF THE HIGHEST VON FREY HAIR 
NUMERICAL DESIGNATION OF 6.65 DOES NOT PRODUCE ANY SENSATION OF TOUCH. 

''AFTERNOON INVESTIGATOR RESULTS 

TIME COURSE OF VON FREY HAIR TEST RESULTS (MTDT) FOR 1.25% 40K EDLA 
VERSUS 1.25% 40KIDLA IN AREA C ^jq pj 
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<: 
o 
<c 



CQ 

<c 

CO 




BASELINE 3hr 6hr DAY 1 DAY 2 DAYS DAY 4 DAYS DAY 6 
ASSESSMENT TIME POINT (BASELINE THROUGH END OF STUDY) 
— •- 1 .25% EDLA -O- 1 .25% IDLA 



BASE 
-LINE 



Hr3 



Hr6 DAY1 DAY 2 DAY 3 DAY 4 DAYS DAY 6 



PLASMA BUPIVACAINE RESULTS 



1.25% 40K EDLA 
N=3 



MEAN(ng/ml) 0 92.67 91.55 45.73 93.8 61.27 52.85 28.2 19 
(SE) (0) (46.77) (85.23) (16.51) (66.43) (12.33) (33.45) (0) (0) 
RANGE 0.0 0-150 5.48-262 13-65.9 10.1-225 37.1-77.6 19.4-86.3 28.2-28.2 19-19 



VON FREY HAIR (MTDT) TEST RESULTS 



1.25% 40K IDLA 
N=3 



MEAN(ng/ml) 0 5.95 8.9 106.03 " 60.23 14.8 6.28 
(SE) (0) (3.56) (1.95) (38.18) (34.06) (0) (0) 
RANGE 0.0 0-12.3 6.01-12.6 30.1-151 20.3-128 14.8-14.8 6.28-6.28 



N.D. 
N.D. 
N.D. 



N.D. 
N.D. 
N.D. 



N.D.-NOT DETECTEBLE 



MEAN PLASMA BUPIVICAINE CONCENTRATION OVER TIME (1 .25% 40K 
EDLA AND 1 .25% 40K IDLA, V0LUME=3 mL) 



FIG. F8 
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Alibi 

40K EDLA/AB 



F/G. G2 



100- 
90 • 
M 80 
70 ■ 



60 
50 
40 
30 
20 
10 
0 



J 



J 



<=30MIN>30MIN<=1HR >1-2HR >2-3HR >3-6HR >6HR 
TIME OF ONSET ANALGESIA/ANESTHESIA 



1.25% 40K EDLA 



0.5% AQ BUP 



120K EDLA/AB 



100 



90 - 
80 - 
70 - 
60 - 
50 - 
40 - 
30 
20 

10 H 
0 



.1 



<=30MIN>30MIN<=1HR >1-2HR >2-3HR >3-6HR >6HR 
TIME OF ONSET ANALGESIA/ANESTHESIA 



1.25% 120K EDLA 



0.5% AQ BUP 



CUMMULATIVE PERCENT OF SUBJECTS DEMONSTRATING ONSET OF 
ANALGESIA/ANESTHESIA WITHIN 6 HOURS FOR 1.25% 40K AND 120K EDLA vs AB 

*EACH TIME POINT REPRESENTS AN ACCUMULATION UNTIL THE HIGHEST 
GROUP VALUE ACHIEVED 
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BASELINE 



1hr 



30 
MIN 



3hr 



12hr 



DAY3 1 DAY5 1 DAY7 | DAYsIdAYI i|dAY1 3| 



2hr 6hr DAY2 DAY4 DAY6 DAYS DAY10 DAY12 DAY14 



ASSESSMENT TIME POINT (BASELINE TROUGH END OF STUDY) 
-•-40K EDLA 1 .25% -O- 40K IDLA 1 .25% 



BASE 30 
-LINE min 



h1 h2 h3 h6 h12 



DAY DAY DAY DAY DAY DAY 
2 3 4 5 6 7 



PINPRICK SCORES 



40K EDLA 1.25% 



MEAN 
(SE) 
RANGE 



2 

(0) 

2,2 



1.8 

(0.2) 

1,2 



1.5 

(0.3) 
0,2 



0.8 
(0.4) 

0,2 



0.4 

(0.3) 

0,2 



0 

(0) 
0,0 



0.3 
(0.2) 
0,1 



0 

(0) 
0,1 



1.0 
(0.3) 
0,2 



1.8 
(0.2) 
1,2 



2.0 

(0) 
2,2 



2.0 2.0 
(0) (0) 
2,2 2,2 



PINPRICK SCORES 



40K IDLA 1.25% 
N=6 



MEAN 
(SE) 
RANGE 



2 

(0) 
2.2 



2 

(0) 
2,2 



1.7 
(0.3) 
0.2 



1.7 
(0.3) 
0,2 



1.0 
(0.5) 
0.2 



0.7 
(0.4) 
0.2 



1.2 
(0.4) 
0,2 



2.0 
(0) 
1,2 



2.0 

(0) 
2,2 



2.0 

(0) 
2.2 



2.0 

(0) 
2.2 



2.0 2.0 

(0) (0) 
2,2 2,2 



a EDLA AND IDLA BLOCKS WERE ADMINISTERED BILATERALLY TO 6 SUBJECTS WHO RECEIVED 
ONE TREATMENT IN ONE FOOT AND THE OTHER TREATMENT IN THE OPPOSITE FOOT 

^EVALUTED ON A SCALE OF 0-2, WITH 0=NO FEELING; 
1=FEELS TOUCH/PRESSURE; 2=FEELS SHARP 

MEAN (SE) AND RANGE OF PINPRICK SCORES OVER TIME FOR 1.25% 40K EDLA vs 

1.25% 40K IDLA 



FIG. G3 
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BASELINE I 1hr | 3hr I 12hr | DAY3|dAY5 |dAY7 |dAY9 |dAY1i|dAY13 

30 2hr 6hr day2 DAY4 DAY6 DAYS DAY10 DAY12 DAY14 
MIN 

ASSESSMENT TIME POINT (BASELINE THROUGH END OF STUDY) . 
-♦-40K EDLA 1.25% ^O-40K IDLA 1.25% 



I iSf m?n h1 h2 h3 h6 h12 ^ ^AY DAY DAY DAY DAY 
-LINE mm 2" 3D 4D 50 gb jb 



TEMPERATURE PERCEPTION SCORE^ 



40K EDLA 1.25% 
N=6 



MEAN 
(SE) 
RANGE 



1 

(0) 
1.1 



0.7 
(0.2) 
1.1 



0.8 
(0.2) 
0,1 



0.5 
(0.2) 
0,1 



0.2 
(0.2) 
0,1 



0 

(0) 
0,0 



0.2 
(0.2) 
0,1 



0.2 
(0.2) 
0,1 



0.7 
(0.2) 
0,1 



1.0 
(0) 
1,1 



1.0 1.0 
(0) (0) 

1.1 1.1 



TEMPERATURE PERCEPTION SCORE^ 



40K IDLA 1.25% 
N=6 



MEAN 
(SE) 
RANGE 



1 

(0) 
1,1 



1 

(0) 

1.1 



0.8 
(0.2) 
0.1 



0.8 

(0.2) 
0.1 



0.5 

(0.2) 
0.1 



0.3 
(0.2) 
0.1 



0.7 
(0.2) 
0.1 



0.8 
(0.2) 
0.1 



1.0 
(0) 
1,1 



1.0 

(0) 

1,1 



1.0 1.0 

(0) (0) 

1.1 1,1 



1.0 

(0) 

1.1 



1.0 

(0) 

1,1 



EVALUATED ON A SCALE OF 0-1, WITH 1="YES"(A CHANGE IN TEMPERATURE WAS 
PERCEIVED), AND 1="N0" (NO CHANGE IN TEMPERATURE WAS PERCEIVED). 
•^EVENING SCORE. 



MEAN (SE) SCORES OF TEMPERATURE PERCEPTION FOR 1.25% 40K EDLA vs 1.25% 40K IDLA 



FIG. G5 
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BASELINE 



30 
MIN 



DAY11 



DAY13 



2hr 6hr day2 DAY4 DAY6 DAY8 DAY10 DAY12 DAY14 



ASSESSMENT TIME POINT (BASELINE THROUGH END OF STUDY) 
40K EDLA 1 .25% -O- 40K IDLA1 .25% 



BASE 30 . . 
-LINE min 



h2 h3 h6 h12 



DAY DAY DAY DAY DAY DAY 



LEVEL NUMBNESS SCORE^ 



40K EDLA 1.25% 
N=6 



MEAN 

(SE) 
RANGE 



0 0.8 3.2 4.2 4.7 7.5 
(0) (0.8) (1.6) (1.6) (1.5) (1.4) 
0 0,0.5 0,10 0,10 0,10 2.10 



8.5 9.0 4.5 
(0.7) (0.7) (1.3) 
6,10 6,10 0.8 



0.7 0 

(0.3) (0) 
0,3 0 



0 

(0) 
0 



LEVEL NUMBNESS SCORE^ 



40K IDLAI.25% 
N=6 



MEAN 
(SE) 
RANGE 



0 



0 1.7 
(0) (1.3) 
0 0,8 



2.2 3.8 4.8 
(1.6) (1.4) (1.8) 
0,10 0.10 0.10 



3.8 0.5 0.3 0 
(1.8) (0.5) (0.3) (0) 
0,10 0.3 0.2 0 



0 

(0) 
0 



0 0 0 
(0) (0) (0) 
0 0 0 



^ EVALUATED ON A SCALE OF 0 -10, WITH 0=NOT NUMB AT ALL. AND 10=TOTALLY NUMB. 



MEAN (SE) NUMBNESS SCORES FOR 1.25% 40K EDLA vs 1.25% 40K IDLA 



FIG. G7 
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PART: 1 



MICRODIALYSIS STUDY DESIGN 

15 mL 40K EDLA2.5%(L) 
N=4 



15mL40K EDLA2.5%(R) 
15 mL 40K EDLA2.5%(L) 
N=4 



15mL40K AB0.5%(R) 
15mL40KAB 0.5% (L) 
N=4 



SCREENING 



DAY1 



DAY 4 



PART: 2 



FOLLOW UP 

WEEK 2 
WEEK 6 
MONTH 3 
MONTH 6 



7.5 mL 40K EDLA 2.5% (R) 
7.5mL40KEDLA2.5%(L) N=6 



15 mL 40K EDLA 2.5% (R) 
15mL40K EDLA 2.5% (L) 
N=6 



15mLAB 0.25% (R) 
15mLAB0.25%(L) 
N=4 



SCREENING DAY 1 DAY 4 FOLLOW UP 

WEEK 2 
WEEK 6 

FIG.J-1 MONTHS 

MONTH 6 




FIG. J-2 
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SUBJECT DISPOSITION 



SUBJECTS ENROLLED 
N=28 



SUBJECTS RANDOMIZED 
N=28 



PART 1 
SUBJECTS DOSED 
N=12 



PART 2 
SUBJECTS DOSED 
N=16 



15 mL 
40K EDLA 

2.5% 
(LEFT CALF) 
N=4 



15 mL 
40K EDLA 
2.5% 
(RIGHT CALF) 
+ 

15 mL 
40K EDLA 
2.5% 
(LEFT CALF) 
N=4 



15mLAB 
anK Fni A ' ; 

0.5% 
(RIGHT CALF) 
+ 

15 mL AS 
40KEDLA 
0.5% 
(LEFT CALF) 
N=4 



7.5 mL 
40K EDLA 
2.5% 
(RIGHT CALF) 
+ 

15mL40K 
EDLA 
2,5% 
(LEFT CALF) 
N=6 



15 mL 40K 
EDLA 
1.25% 
(RIGHT CALF) 
+ 

15 mL 40K 
EDLA 
2.5% 
(LEFT CALF) 
N=6 



15mLAB 
0.25% 
(RIGHT CALF) 
+ 

15 mL AB 
0.25% 
(LEFT CALF) 
N=4 





COMPLETED STUDY 






N=28 





FIG. J-3 



